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Parietal cell transport processes for HCI secretion
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High acid suppression using ‘antacids’

reflux oesophagitis
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Peptic ulcer
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Commercial Antacids Use A Variety of Chemicals

+*Bicarbonate - based antacids: Alka Seltzer

NaHCO; + 1HCI — NaCl + H,CO, — 3
Renme'/

PEPPERMINT.

H,CO, — H,0 + CO,

*»*Calcium - based antacids: Tums, Rennies

Fast, effective relief from
Meartburn & Indigestion

CaCO, +2HCI - CaCl, + H,CO; [

“* Aluminum - based antacids: Maalox, Mylanta

Al(OH), + 3HCI - AICL, + 3H,0

“*Magnesium - based antacids: Mylanta, Milk of Magnesia
Mg(OH), + 2HC] —» MgCl, + 2H,0



Molecular targeted acid inhibitory therapy
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: History of H, receptor antagonists

THE HISTAMINE H,-RECEPTOR ANTAGONISTS

HISTORICAL SERIES

Reminiscences of the Development of
Cimetidine

WILLIAM A. M. DUNCAN and MICHAEL E. PARSONS
Imperial Chemical Industries, Lid., Alderley Park, Macclesfield, Cheshire, United

SII(&F 71448, Na-Guanylhista-
mine: the “lead”; a weakly ac-
tive, partial agonist

Kingdom, and Smith Kline and French Rescarch Ltd., Welwyn Garden City, Herts,

United Kingdom

The Landmark Papers

HISTAMINE
H,-RECEPTOR
ANTAGONISTS

VOLUME ONE
CLINICAL PHARMACOLOGY

EDITED BY

ROY POUNDER

FOREWORD BY
SIR JAMES BLACK FRS FRSE

NOBEL LAUREATE

_ Cimetidine: the goal achieved. !

S.K&F 91486: lengthening the
sidechain increases activily

'ISI(&F 91581: thiourea analogue
is much less active as an antago-
nist, but is not an agonisi

B‘_urimamide: lengthening the
sidechain again dramatically in-
creases antagonist activity

21 Histamine

GASTROENTEROLOGY 78:620-625, 1980
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: proton pump inhibitor (PPI) :
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: Development of the first PPI :

RS e

(a)

LOSecC 20 mg hard
gastro-resistant capsules

ameprazoe
28 hard astro-resistant capsules

Introduced in 1989

(b) » Omeprazole was the first PPI,
followed by pantoprazole,
lansoprazole and rabeprazole

PPl is a prodrug activated by
acid and then binds covalently
to the gastric H*, K*-ATPase
via disulphide bond.

: L : Cys813 is the primary site
Figure: Intravenous injection of radiolabelled responsible for the inhibition of

Omeprazole targets to the parietal cell of the gastric acid pump enzyme, where
mucosa PPIs bind.




